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SYNOPSIS

TITLE

A Multicenter Phase II Clinical Trial of PM01183 in BRCA
1/2-Associated or Unselected Metastatic Breast Cancer

PROTOCOL CODE

PM1183-B-003-11

INVESTIGATORS /
TRIAL LOCATION

A full list of investigators will be available as a separate
document.

STUDY OBJECTIVES

Primary:

e To assess the antitumor activity of PM01183 in terms of
overall response rate (ORR), according to RECIST
v1.1, in each cohort of metastatic breast cancer (MBC)
patients.

Secondary:

e To further characterize the antitumor activity of
PMO1183 in terms of duration of response (DR),
clinical benefit [ORR or stable disease lasting over
three months (SD > 3 months)], progression free
survival (PFS), and one-year overall survival (1y-OS).

e To evaluate whether the presence of a known germline
mutation in BRCA 1/2 predicts response to PM01183 in
MBC patients.

e To explore the activity of PMO01183 in specific breast
cancer subpopulations according to hormonal receptor
status, HER-2 overexpression, number and/or type of
prior therapies, or according to other available
histological/molecular classifications/parameters.

e To evaluate the safety profile of this PMO01183
administration schedule [Day 1 every three weeks
(g3wk)] in this patient population.

e To analyze the pharmacokinetics (PK) of PM01183 in
this patient population.

e To explore PK/PD (pharmacokinetic/
pharmacodynamic) correlations, if applicable.

e To evaluate the pharmacogenomic (PGx) expression
profile of selected putative markers potentially
predictive of response to PMO1183, in tissues from
tumor samples.

STUDY DESIGN

This is a multicenter, open-label, exploratory, phase Il clinical
trial evaluating the efficacy and safety of PMO01183
administration to patients with previously treated MBC.

Two cohorts of patients with advanced breast cancer will be
prospectively evaluated in the trial according to germline
BRCAI1/2 status (mutated [cohort A] vs. unselected [cohort
B]). A third cohort (A1) will include advanced breast cancer




patients with deleterious BRCA1/2 mutation who received

prior treatment with poly (ADP-ribose) polymerase (PARP)

inhibitors:

e Cohort A (BRCA+ cohort): At least 53 evaluable patients
with known deleterious BRCA1/2 mutation status at study
entry.

e Cohort Al (BRCA+/PARPI cohort): 20 evaluable patients
with known deleterious BRCA1/2 mutation status and
prior treatment with PARP inhibitors (PARP1i).

e (Cohort B (unselected cohort): At least 64 evaluable

patients without known deleterious BRCA1/2 mutation
status at study entry, i.e., either:

o Patients known to have no deleterious BRCA1/2
mutations (BRCA-), or

o Patients whose BRCA 1/2 mutation status is
unknown (BRCA-UK). BRCA1/2 germline
mutation status will be assessed in all patients in
this subgroup responding to PM01183 treatment.

An interim analysis based on the primary endpoint (ORR) is
planned after 20 and 30 evaluable patients have been treated
in cohorts A and B, respectively. No interim analysis is
planned for cohort Al. If less than four out of 20 patients in
Cohort A, or less than three out of 30 patients in Cohort B
achieve an objective confirmed response (as per RECIST
vl.1), recruitment to that cohort will be terminated.
Otherwise, recruitment will continue until at least 53 and 64
evaluable patients are included in cohort A and cohort B,
respectively. Sample size and cohort design will be re-
evaluated at this point in order to estimate the 95%
confidence interval (CI) with the desired precision.
Recruitment to either cohort (e.g., Cohort B) might be halted
while interim analysis is being performed, if appropriate.

PATIENT ELIGIBILITY
Inclusion criteria

All patients

1. Women > 18 and < 75 years of age.

2. Voluntary signed informed consent form (ICF), obtained
before any specific study procedure.

3. Histologically proven diagnosis of metastatic breast
carcinoma.

4. No more than three prior chemotherapy-containing
regimens for MBC.

5. Patients with known HER-2 overexpressing tumors must
have failed at least one prior trastuzumab-containing
regimen for metastatic disease.

Measurable disease as defined by RECIST v1.1.

7. Eastern  Cooperative  Oncology Group (ECOG)
performance status (PS) 0 or 1.

8. Adequate major organ function:




9.

a. Hemoglobin > 9 g/dl, prior red blood cell (RBC)
transfusions are allowed if clinically indicated;
absolute neutrophil count (ANC) > 1.5 x 10%/1; and
platelet count > 100 x 10%/1.

b. Alanine aminotransferase (ALT), and aspartate
aminotransferase (AST) < 3.0 x upper limit of normal
(ULN).

c. Total bilirubin < 1.5 x ULN or direct bilirubin
< ULN.

d. Albumin > 3 g/dl.

e. Serum creatinine < 1.5 x ULN.

f. Creatine phosphokinase (CPK) <2.5 x ULN.

Washout periods prior to Day 1 of Cycle 1:

a. At least three weeks since the last chemotherapy (six
weeks if therapy contained nitrosureas or systemic
mitomycin C).

b. At least four weeks since the last monoclonal
antibody (MAD) containing therapy or radiotherapy
(RT) > 30 Gy.

c. At least one week since the last hormonal therapy.

d. At least two  weeks since the Ilast
biological/investigational therapy (excluding MAbs)
or palliative RT (< 10 fractions or < 30 Gy total
dose).

10. Grade < 1 toxicity due to any previous cancer therapy

11.

according to the National Cancer Institute Common
Terminology Criteria for Adverse Events (NCI-CTCAE,
v4). Grade < 2 is allowed in case of alopecia, skin toxicity,
asthenia and/or peripheral sensory neuropathy.

Patients of child-bearing potential must agree to use a

medically approved contraception method until at least six
weeks after the last study drug administration.

Patients in Cohorts A and Al

12. Known deleterious germline mutation of BRCA1/2.

Exclusion criteria

Patients in Cohort Al

13. Prior treatment with PARP inhibitors.

All patients

1. Prior treatment with PM01183 or trabectedin.

2. Prior RT in more than 35% of the bone marrow.

3. Prior or concurrent malignant disease unless in complete
remission for more than five years. Exceptions are
contralateral ductal or lobular breast carcinoma,
adequately treated in situ carcinoma of the cervix, basal or
squamous skin cell carcinoma, in situ melanoma, and in
situ transitional bladder cell carcinoma, which are allowed
to enter the study.

4. Histology other than ductal or lobular carcinoma of the




breast.

5. Symptomatic, steroid requiring or progressive central
nervous system (CNS) involvement. In case of known
brain metastasis, clinical stability and lack of radiological
progression of lesions should be demonstrated for at least
the immediate six weeks before study entry.

6. Exclusively bone-limited disease.

7. Relevant diseases or clinical situations which may
increase patient’s risk:

a. History of cardiac disease: myocardial infarction or
symptomatic/uncontrolled angina within the year prior
to enrollment; or congestive heart failure defined as
abnormal left ventricular ejection fraction (LVEF) <
50% assessed by multiple-gated acquisition scan
(MUGA) or equivalent by ultrasound (US); or
symptomatic or treatment-requiring arrhythmia.

b. Grade > 3 dyspnea or daily intermittent oxygen
requirement

c. Active uncontrolled infection.

d. Unhealed wound or presence of any external drainage.

e. Chronically active hepatitis B virus (HBV) or hepatitis
C virus (HCV).

f.  Immunocompromised patients, including those known
to be infected by human immunodeficiency virus
(HIV).

g. Known myopathy or persistent CPK
elevations > 2.5 x ULN in two different
determinations performed one week apart.

8. Pregnant or breastfeeding women.

9. Impending need for RT (uncontrolled painful bone
metastasis and/or risk of spinal cord compression).

10. Limitation of the patient’s ability to comply with the
treatment or to follow-up the protocol.

Patients in Cohort B
11. Known deleterious germline mutation of BRCA1/2.

No. of patients

About 110 evaluable patients are expected to be finally
included in the three cohorts: Cohort A (BRCA+), Cohort
Al (BRCA+/PARPi), and Cohort B (unselected).

No. of sites

This is a multicenter study. A full list of investigators will
be available as a separate document.




STUDY DRUG
Formulation

PMO1183 drug product (DP) is presented as a lyophilized
powder for concentrate for solution for infusion with two
strengths, 1 mg and 4 mg vials, which will be supplied by the
Sponsors for the purposes of this study.

Before use, the 1-mg vial and 4-mg vial should be
reconstituted with 2 ml and 8 ml of water for injection,
respectively, to give a solution containing 0.5 mg/ml
PMO01183. For administration to patients as an i.v. infusion,
reconstituted vials should be diluted either with glucose
50 mg/ml (5%) solution for infusion or sodium chloride
9 mg/ml (0.9%) solution for infusion.

The full composition of the PM01183 1-mg and 4-mg vials
and the reconstituted solution per ml is as follows:

PMO1183 | PMo1183 |Concentration per
Component 1 mg 4 mg vial sztelz
reconstitution
PMO01183 1.00 mg 4.00 mg 0.50 mg/ml
Sucrose 200.00 mg | 800.00 mg 100.00 mg/ml
Lactic acid 5.52 mg 22.08 mg 2.76 mg/ml
Sodium hydroxide 1.28 mg 5.12 mg 0.64 mg/ml

Route of administration,
starting dose, and schedule

Patients included under protocol versions 1.0 and 2.0 will
receive PMO01183 intravenously (i.v.) as a one-hour infusion
on Day 1 q3wk at a starting dose of 7.0 mg (FD) (three
weeks = one treatment cycle).

Patients included from protocol version 3.0 onward (after
implementation of amendment no. 2) will receive PM01183
1.v. as a one-hour infusion on Day 1 q3wk at a starting dose
of 3.5 mg/m” (three weeks = one treatment cycle). Dose will
be capped at BSA of 2.0 m” (i.e., dose will not exceed 7 mg).
BSA will be calculated according to standard practice at each
center.

PMO01183 will be administered over a minimum total volume
of 100 ml of solution for infusion (either on 5% glucose or
0.9% sodium chloride) through a central catheter or over a
minimum total volume of 250 ml if through a peripheral line,
always over one hour at a fixed infusion rate.

Antiemetic prophylactic

medication

Patients must receive standard antiemetic prophylactic
medication at least 30 minutes before the administration of
PMO01183, as follows:

e Corticosteroids (dexamethasone i.v. or equivalent at
institutional standard antiemetic doses)

e Serotonin (5-HT3) antagonists (ondansetron 8 mg i.v.
or equivalent)

If necessary and in addition to the above, any of the
following could apply:

e Administration of 10 mg of metoclopramide (or
equivalent) every eight hours

e Extended treatment with 5-HT3 antagonists and/or




dexamethasone

Aprepitant and directly related agents (e.g., fosaprepitant) are
forbidden.

An optimal antiemetic prophylaxis is defined, for the
purpose of safety evaluations, as any of the aforementioned
medications at their respectively maximum dosages.

Treatment continuation
criteria

Re-treatment
Variable
Day 1

ECOG-PS <2
Hemoglobin" > 8.0 g/dl
ANC >1.5x 107
Platelets >75x 10°/1
AST/ALT <3.0x ULN
Total bilirubin or <1.5x ULN or
direct bilirubin x ULN
Albumin >2.7 g/dl
Serum creatinine <2.0x ULN
CPK Grade <1
Other non-hematological drug-related AEs
(except isolated increased GGT and/or
AP, grade 3 asthenia lasting < 1 week, Grade <2
non-optimally treated nausea and/or
vomiting)

* Patients may receive packed red blood cells (PRBC) transfusion and/or
erythropoietin (EPO) treatment, if clinically indicated, to increase/maintain
adequate hemoglobin levels.

¥ Any grade accepted for non-drug-related increase of GGT and/or AP.

AE, adverse event; ANC, absolute neutrophil count; AP, alkaline phosphatase;
AST/ALT, aspartate aminotransferase/alanine aminotransferase; CPK, creatinine
phosphokinase; ECOG, Eastern Cooperative Oncology Group; GGT, gamma-
glutamyltransferase; PS, performance status; ULN, upper limit of normal.

If a patient does not meet the requirements for re-treatment on
Day 1 of any following cycle, regardless of the reason, re-
assessments will be performed every 48-72 hours. Treatment
will be then withheld, up to a maximum of three weeks
beyond its due date, until appropriate recovery.

Patients not meeting re-treatment criteria after a maximum
three-week delay must be withdrawn from the trial, except in
case of objective clinical benefit (upon Sponsors’ agreement).

For any delay lasting more than one week due to treatment-
related toxicity (unless exclusively due to neutropenia), a dose
reduction must be implemented upon recovery following the
rules explained in the next section. Conversely, if the delay
was exclusively due to neutropenia related to PMO1183,
treatment may continue without dose reduction but with
appropriate secondary prophylaxis with granulocyte colony-
stimulating factor (G-CSF).




Dose reduction criteria

Study treatment may continue with an appropriate dose
reduction (see table below) if patient’s benefit is perceived by
the Investigator (upon Sponsors’ agreement), even after the
patient experienced any of the following:

e Grade > 3 treatment-related non-hematological toxicity.
Exceptions are: grade > 3 nausea and/or vomiting not
optimally treated, grade 3 asthenia lasting < 1 week, grade
3 diarrhea lasting < 2 days or not optimally treated, grade
3-4 hypersensitivity and/or extravasation reactions, grade
3 transient ALT/AST elevations which are rapidly
reversible and not leading to subsequent delays, and/or not
clinically relevant biochemical abnormalities [i.e., in
gamma-glutamyltransferase (GGT), lactate dehydrogenase
(LDH) and/or alkaline phosphatase (AP) levels], none of
which require dose reduction to be implemented.

e Grade 4 thrombocytopenia or grade 3 thrombocytopenia
concomitantly with grade >3 bleeding.

e Frequent or prolonged (>1 week) dose delays due to
treatment-related toxicity.

Patients experiencing grade 4 neutropenia or febrile
neutropenia during the preceding cycle, or treatment delays
exclusively due to neutropenia that lasted > 1 week, may
continue treatment without any dose reduction but must
receive secondary prophylaxis with G-CSF instead. The G-
CSF secondary prophylaxis will be administrated
subcutaneously at 300 pg/day for five consecutive days
starting on Day +3 of the corresponding cycle. If despite
appropriate G-CSF prophylaxis, grade 4 neutropenia or febrile
neutropenia re-occurs, then dose reduction should be
implemented.

The guidelines for dose reduction are shown in the table
below:

2
Dose PMO1183 dose (mg, FD)| T M01183 dose (mg/m’)
i . . Patients included from
reduction Patients included under .
« . protocol version 3.0
level protocol versions 1.0, 2.0
onward**
1 7.0 3.5
-1 6.0 2.6
-2 5.0 2.0

* Except for grade > 3 nausea and/or vomiting not optimally treated, grade 3
asthenia lasting < 1 week, grade 3 diarrhea lasting < 2 days or not optimally
treated, grade 3-4 hypersensitivity and/or extravasation reactions, grade 3
transient ALT/AST elevations which are rapidly reversible and not leading to
subsequent delays, and/or not clinically relevant biochemical abnormalities (i.e.,
in GGT, LDH and/or AP levels), none of which require dose reduction to be
implemented.

**Dose will be capped at BSA of 2.0 m® (starting dose will not exceed 7 mg).
BSA will be calculated according to standard practice at each center.

ALT/AST, aspartate aminotransferase/alanine aminotransferase; AP, alkaline
phosphatase; FD, flat dose GGT, gamma-glutamyltransferase; LDH, lactate
dehydrogenase.

Up to two dose reductions are allowed per patient.

Once the dose has been reduced for an individual patient, it
will not be re-escalated under any circumstances.




Allowed
medication/therapy

e Therapies for pre-existing and treatment-emergent
medical conditions, including pain management.

¢ Blood products and transfusions, as clinically indicated.

¢ Bisphosphonates.

e In case of nausea or vomiting, secondary prophylaxis
and/or symptomatic treatment for emesis according to
American Society of Clinical Oncology (ASCO)
guidelines.

e Erythropoietin (EPO) according to ASCO guidelines.

e Granulocyte colony-stimulating factor (G-CSF) for the
treatment of grade 4 neutropenia, any grade febrile
neutropenia or neutropenic infection. After Cycle 1,
secondary prophylaxis is allowed if applicable.

e Anticoagulation therapy for the treatment or secondary
prophylaxis of deep vein thrombosis.

e Luteinizing hormone-releasing hormone (LHRH)
agonists, in women of reproductive age.

Prohibited
medication/therapy

e Concomitant administration of any other antineoplastic
therapy, except therapy with LHRH agonist if

applicable.

¢ Any other investigational agents.

e Immunosuppressive therapies other than
corticosteroids.

e Primary G-CSF prophylaxis or treatment of non-febrile
grade < 3 neutropenia with G-CSF (unless previously
agreed case-by-case between the Investigator and the
Sponsor).

e Aprepitant, fosaprepitant, and directly related
compounds.

e Radiotherapy (RT), except for limited-field bone
radiation for pain control purposes.

PM01183 drug-drug
interactions

In vitro studies using human liver microsomes have shown
that PMO1183 has the potential to inhibit cytochrome
CYP2B6, CYP2C8 and CYP3A4. Moreover, the Ki values
compared with the achieved maximum plasma concentration
(Ciax) values at relevant doses indicate that the likelihood of a
clinically relevant inhibition of PMO01183 is possible for
CYP2B6 and CYP2C8 ([I]/Ki>0.1) and likely for CYP3A4
([I)/Ki>1). Additional in vitro studies have demonstrated no
time dependent inhibition or irreversible inhibition for
cytochrome CYP3A4. The magnitude of the interaction is
unknown at present. Therefore, caution should be exercised
when PMO01183 is administered concomitantly with CYP2B6,
CYP2C8 and CYP3 A4 substrates.

Additionally, in vitro studies with human microsomes have
shown that CYP3A4 is the major CYP isoform involved in the
metabolism of PM01183, followed by CYP2E1, CYP2D6 and
CYP2C9. The estimated contribution of the other CYP
isoenzymes to the PM01183 metabolism is considered to be




negligible. Therefore, concomitant drugs which induce or
inhibit any of these cytochromes, especially CYP3A4, should
be carefully monitored or avoided, whenever is possible.

A potentially significant interaction with aprepitant is
suggested by available phase II data from ovarian cancer
patients. Four patients treated with aprepitant in Cycle 2 with
available PK data had their PMO01183 clearance reduced by
50%, approximately, compared to their Cycle 1 exposure.
Aprepitant use was forbidden in Cycle 1 in all patients.
Clinically, some of these patients had unusually long-lasting
neutropenia and/or severe thrombocytopenia during Cycle 2 as
well. Although all patients eventually recovered, the use of
aprepitant is currently forbidden in all phase II/IIl PM01183
studies.

EFFICACY
EVALUATIONS

The primary objective of the study is to assess the antitumor
activity of PMO01183 as the overall response rate (ORR),
defined as the percentage of evaluable patients with a
response, either complete (CR) or partial (PR).

Overall response rate (ORR) will be assessed using RECIST
v1.1, on a set of measurable lesions identified at baseline as
target lesions, and non-target lesions (if any) identified at
baseline as non-target lesions and followed until PD by an
appropriate method [helical computerized tomography (CT)
scan, magnetic resonance imaging (MRI) and/or clinical
assessment].

Radiological and/or clinical (whenever appropriate) tumor
assessment will be performed at baseline and every six
weeks (two cycles) until Cycle 6 or evidence of PD. After
Cycle 6, tumor assessment will be performed every nine
weeks (three cycles) until evidence of PD. If an objective
response is observed, according to RECIST vl1.1, it must be
confirmed by the same method at least four weeks after the
date of the first documentation of response.

The date of response, the date of clinical or radiological PD,
and the date of death will be registered and documented as
appropriate.

A copy of the imaging tests conducted on the patients during
this clinical trial may be requested by the Sponsor for
evaluation. In addition, an independent radiological review
committee may be set up, upon Sponsors’ request, to review
tumor assessment performed for all responding patients
(partial or complete response) after study completion.

Patients will be categorized as “treatment failure” if:

e Discontinue treatment due to any treatment-related
toxicity before an appropriate tumor assessment has
been performed, or

e Withdraw PMO01183 after more than two weeks on
treatment without any formal evaluation.

These data will be included as non-evaluable (NE) in the




analysis of objective response as per RECIST vl.1, although
these patients will not need to be replaced as they will be
considered evaluable for efficacy.

BRCA1/2 germline
mutation analysis

In patients included in Cohort B who respond to PM01183
treatment and whose BRCA 1/2 mutation status is unknown at
study entry, an analysis will be performed in order to confirm
or exclude deleterious germline BRCA 1/2 mutation. To this
end, a blood sample will be collected at the time of response.

SAFETY EVALUATIONS

Patients will be evaluable for safety if they received at least
one partial or complete infusion of PMO01183.

All adverse events (AEs) will be graded according to NCI-
CTCAE v4.

The safety profile of patients will be monitored throughout
treatment and up to 30 days after the last PM01183 infusion
(EOT) or until the date of death, whichever occurs first.

Treatment delays, dose reduction requirements, G-CSF and/or
transfusions requirements, and reasons for treatment
discontinuation will be monitored throughout the study.

Any treatment-related AEs will be followed until recovery to
grade < 1 or stabilization of symptoms, whenever possible.

PHARMACOKINETICS

PK parameters of plasma PMO01183 will be evaluated
immediately before and during the first two cycles with a
limited sampling schedule of ten samples in at least 30 treated
patients in cohorts A or B. The sampling schedule during each
cycle will be as shown below.

Sample | Time

#1 Before infusion

#2 5 min before the end of the infusion (EOI)
#3 15 minutes after EOI

#4 1 hour after EOI

#5 2 hours after EOI

#6 4 hours after EOI

#7 5 hours and 30 min after EOI
#8" 24 hours after EOI

#9 72 hours after EOI

#10" | 168 hours after EOI

There is a 30-minute window (before and after the stated point)

in the sampling time.

*  There is a two-hour window (before and after the stated point)
in the sampling time.

" There is a two-hour window before the stated point, or until 24
hours after the stated point in the sampling time (this sample must be
collected within Day 4 or 5).

"™ Preferred time; if weekends or other reasons make the
sampling on time difficult, it may be obtained with a 24-hour
window before or after the stated time. In any case, the sampling
time should differ by at least 24 hours from the prior sample.

EOI, End of Infusion; h, hour(s); min, minutes.




PK parameters will be calculated using non-compartmental
analysis (NCA) and population methods, after pooling data
from this study with data obtained from other PMO01183
clinical studies.

PHARMACOGENOMIC
(PGx) SUBSTUDY

Objective

The main objective of the PGx study (optional for cohorts A
and B, required for cohort Al) is the identification of
potential biomarkers of sensitivity or resistance to PM01183
and whose expression might be predictive of the clinical
outcome after treatment with PM(01183.

Requirements

e PMO1183-treated patients with prior paraffin-embedded
tumor samples, if available.

e For cohorts A and B, patients who voluntarily sign the
ICF for the PGx study will participate (refusal will not
affect patient participation in the clinical study PM1183-
B-003-11).

e For cohort Al, availability of a baseline (taken at any
time between the end of last antitumor therapy and
before first study drug infusion) tumor biopsy is also
required. For those patients whose disease is not
amenable to tumor biopsy, approval by the Sponsors
must be requested prior to inclusion.

Pharmacogenomic evaluations

Potential biomarkers of PMO01183 activity will be analyzed
on paraffin-embedded tumor samples obtained at baseline.
Additionally, if archived tumor samples are available from
the primary tumor and/or from metastases, analyses will be
performed in both. Samples will be labeled according to its
origin: diagnosis (primary tumor or metastasis) or baseline
sample.

The expression levels and subcellular localization of selected
molecules involved in different DNA repair mechanisms,
such as nucleotide excision repair (e.g., XPG), homologous
recombination repair (e.g., RAD51), among others, will be
analyzed. Specifically, mRNA and protein from tumor
samples will be subjected to quantitative reverse
transcription polymerase chain reaction (qRT-PCR) and
immunohistochemistry (IHC) in tissue microarrays (TMA),
and immunofluorescence in whole tumor sections. The
polymorphisms and mutational status of genes involved in
DNA repair mechanisms or related to the mechanism of
action of PMO01183 or to the disease might also be analyzed,
if relevant.




STATISTICAL
METHODS

Primary Endpoint
* Overall response rate (ORR), according to RECIST v1.1.
Secondary Endpoints

¢ Duration of response (DR).

¢ (Clinical benefit, defined as the percentage of patients with
ORR or SD > 3 months, according to RECIST v1.1.

* Progression-free survival (PFS).
® Overall survival rate at one year (1y-OS).

* Treatment safety: AEs, serious AEs (SAEs) and laboratory
abnormalities will be graded according to the NCI-
CTCAE (v4).

¢ PK analysis and PK/PD correlation, if applicable.
* PGx expression profile, in tissues from tumor samples.

Sample Size Considerations

The primary endpoint for this phase II study is to evaluate
ORR.

e Cohort A (BRCA+):

At least 53 evaluable patients will be recruited to test the
null hypothesis that ORR is 20% or less (p < 0.20) vs. the
alternative hypothesis that 40% or more patients have
objective response (p > 0.4). With these assumptions, if
the number of evaluable patients with objective response
is > 17, then this would allow the rejection of the null
hypothesis.

e Cohort Al (BRCA+/PARPi):

At least 20 evaluable patients will be recruited for an
exploratory analysis: if the number of patients responding
is > 4 (20%), the lower limit of the exact binomial 95%
confidence interval will be higher than 5% and lack of
activity in this subpopulation will be ruled out.

e Cohort B (unselected):

At least 64 evaluable patients will be recruited to test the
null hypothesis that ORR is 10% or less (p < 0.10) vs. the
alternative hypothesis that 25% or more patients have
objective response (p > 0.25). With these assumptions, if
the number of evaluable patients with objective response
is > 12, then this would allow the rejection of the null
hypothesis.

The variance of the standardized tests is based on the null
hypothesis. The type I error (alpha) associated with this one-
sided test is 0.025 and the type II error (beta) is <0.1; hence,
statistical power is > 90%.

Futility analyses controlled by the Gamma family boundary
will be performed when 20 and 30 patients have been
evaluated in cohorts A [Gm(-2)] and B [Gm(-1.5)],
respectively. If less than four out of 20 patients in Cohort A,




or less than three patients out of 30 in Cohort B achieve an
objective response, recruitment to that cohort will be stopped.
About 110 evaluable patients are expected to be included
finally in the three cohorts: Cohort A (BRCA+), Cohort Al
(BRCA+/PARP1), and Cohort B (unselected).

Safety Stopping Rule

In addition to sample size considerations, a decision for early
study termination due to safety issues will be taken within the
initial 30 evaluable patients (regardless of the cohort),
whenever any of the following occurs:

e Two or more ecligible patients die due to treatment-
related AEs (>5% of related deaths), or

e Ten or more patients need to discontinue treatment
within the first two cycles due to any grade 4 treatment-
related AEs (NCI-CTCAE v4).

DURATION OF STUDY
PERIOD (per patient)

Patients will be individually evaluated at scheduled visits
within three study periods:

e Screening: from signature of the ICF to first infusion of
PMO1183.

e Treatment: from the first infusion of PM01183 to end
of treatment (EOT). EOT is defined as 30 days after
the date of PMO01183 last administration, unless the
patient starts a new antitumor therapy or dies within
those 30 days, in which case the date of administration
of this new antitumor therapy or the date of death will
be considered as EOT.

e Follow-up: after EOT, patients will be followed for any
ongoing treatment-related AEs every four weeks until
recovery to grade <I, or until symptoms stabilization
whenever possible.

Patients will be followed for at least one year after their
first infusion. Those who discontinued treatment
without PD will be assessed every two months during
the first six months after last tumor assessment and
every three months thereafter, until PD, start of other
antitumor therapy, death, or study completion,
whichever occurs first.
After documented PD or start of a new antitumor
therapy, patients will be followed every six months
until death or study completion, whichever occurs first
(a documented phone contact will be acceptable).
Patients will be considered to be on-study from the signature
of the clinical ICF to the end of the follow-up period (or
screening failure).
Patients will be considered to be on-treatment from the date
of first infusion until EOT.




TREATMENT
DISCONTINUATION

Patients will receive study medication as long as it is
considered to be in their best interest. Specifically, treatment
will continue until:

¢ Disease progression.

e Unacceptable toxicity (except in case of clear clinical
benefit, with the Sponsors’ approval), after appropriate
dose reduction.

e Intercurrent illness of sufficient magnitude to preclude
safe continuation of the study.

e Patient refusal and/or noncompliance with study
requirements.

e Investigator’s decision.

¢ Protocol deviation with an effect on the management of
the patient’s risk/benefit ratio.

e Treatment delay > 3 weeks from the treatment due date
(except in case of clear clinical benefit, upon Sponsors’
approval).

e Requirement of > 2 dose reductions.

REPLACEMENT OF
PATIENTS

Patients will be replaced if they are not evaluable for the
primary endpoint of the study (ORR as per RECIST vl.1),
specifically (any of the following):

e They are not eligible.

e They have not been treated or have not completed at
least one PMO01183 infusion.

e They are not evaluable for ORR as per RECIST v1.1
and they are not categorized as “treatment failures”.
Treatment failures will not be replaced and are
defined as patients who:

o Discontinue treatment due to any treatment-
related toxicity before an appropriate tumor
assessment has been performed, or

o Withdraw PMO1183 after more than two
weeks on treatment without any formal
evaluation

All replaced patients who received treatment will be included
in the general safety analysis, if appropriate.

DURATION OF STUDY
(as a whole)

The total duration of the study will be approximately 72
months.

Planned start date (first patient on study): second quarter
2012 (2Q12).

Planned enrollment period: 60 months.

Planned study completion date (clinical cut-off): nine
months after the last patient-last treatment visit in the study,

or 12 months after the last evaluable patient is enrolled
(whichever occurs first).




SCHEDULE OF ASSESSMENTS AND PROCEDURES

STUDY PERIODS " Treatment

Servening | Cyclel Cyeez | Firher| Endof —Folon

PROCEDURES reatmen
D1 | D8 | D15 | D1 | D10 D1 (EOT)

Before any
Written informed consent study - - - - - - - -

procedure
Written informed consent Before any
- PGx substudy (optional study - - - - - - - -
for cohorts A and B) procedure
Demographic data -28 to 0 - - - - - - - -
Primary diagnosis & prior 28 to 0 ) ) ) ) . ) ) )
treatment(s)
Medl.c?l history & prior 14 to 0 ) ) ) ) . ) ) )
conditions
Assessment of signs and 710 0 ) ) ) ) . ) ) )
symptoms
PM01183 administration NA . - - . - . - -
Complete physical
examination, including -7 t0o 0 - - - . - . . -
weight and height ©
Performance status 710 0 ) ) ) R ) R . )
(ECOG)
Vital signs (heart rate,
blood pressure, -7 t0 0 - - - . - . . -
temperature)
Coagulation panel -7to 0 - - - . - . . -
Hematology -7 t0 0 - . . . . o . -
Biochemistry A ¥ -7to 0 - . . o . o . -
Biochemistry B -7to 0 - - - . - . . -
Pregnancy test © -7 to 0 Repeat if clinically indicated -
ECG? -7t 0 Repeat if clinically indicated -
LVEF by ECHO or MUGA | -28 to 0 Repeat if clinically indicated -

Radiological and/or clinical Every 6 weeks until Cycle 6 and (10)
®) 28 to 0 ) °
tumor assessment every 9 weeks thereafter
Pharmacokinetics (PK) " ) Immediately before and during Cycles 1 and 2 ) )
only.
From
available

prior -

tumor
PGx (paraffin samples ) i
embedded tumor | Froma

: 12)

tissue) tr)?ggrsl; After last

(cohort treatment to 0

Al)
Intercurrent events,
concomitant diseases and -14 to 0 Throughout the ”on-treatment period” -
treatments
Adverse events (AEs) NA (9 Throughout the “on-treatment period” o (13
BRCA1/2 germline o (14) BRCA unknown patients in cohort B: )
mutation analysis One blood sample at the time of the response *

-> See footnotes on next page



Footnotes refer to table on previous page

1. A 3-day window will be allowed for laboratory procedures, a 14-day window for radiological procedures (helical CT-scan or
MRI) and LVEF assessments, a 24-hour window for clinical assessments (ECOG, physical examination, vital signs, ECG,
weight, BSA, etc.), and a 7-day window for the assessments at end of treatment.

2. After documented progression or start of new antitumor therapy, patients will be followed every six months, until death or

study completion, whichever occurs first.

Height is only required at baseline.

4.  Any patient presenting a grade > 3 treatment-related AE should have all relevant tests re-assessed at least every 48-72
hours until recovery to grade < 2.

5. From Cycle 3 onwards Hematology and Biochemistry A tests on Day 10 are to be performed only in patients who experienced
non-hematological grade >3 or hematological grade 4 treatment-related toxicities, or who required any dose adjustments or
GSF prophylactic therapy, in the preceding cycle.

6. In patients of childbearing potential only; if serum human chorionic gonadotropin (HCG) results are abnormally high,
pregnancy must be clinically discarded by an additional test (i.e. US) before any other study procedure. Pregnancy and
suspected pregnancy occurring while the patient is on study drug or within six weeks from the patient’s last PM01183
administration are considered immediately reportable events.

7. Cardiac rhythm will be identified in ECG intervals of at least 30 seconds of duration, PR interval, QT interval (raw), heart rate
(HR) and QRS complex.

8. Contrast enhanced helical CT-scan or MRI as clinically indicated of all measurable sites of disease involvement and of all non-
measurable sites of disease should be done at baseline by appropriate testing (radiological and/or clinical). While on treatment,
appropriate evaluation of all original sites of disease involvement at baseline, should be done as per RECIST v.1.1. Should be
repeated at end of treatment visit, if not previously done, and if the reason for treatment discontinuation was other than PD.
The same initial method must be used throughout the study.

9.  Patients showing a response must have a confirmatory assessment at least 4 weeks later. Patients with previously known CNS
involvement at study entry must have documented non-PD by appropriate method at baseline.

10. Only patients who discontinued treatment without PD will be assessed radiologically and/or clinically as appropriate. The
assessments will be performed every two months during the first six months after last tumor assessment and every three
months thereafter until PD, start of other antitumor therapy, death, or study completion, whichever occurs first.

11. In at least 30 treated patients in cohorts A or B.

12.  Prior available stored paraffin-embedded tumor samples from the primary tumor and/or from metastases. For Cohort Al
patients only: a baseline tumor biopsy must also be available (taken at any time between the end of last antitumor therapy until
before first study drug infusion). For cohort Alpatients whose disease is not amenable to tumor biopsy, approval by the
Sponsors must be requested prior to inclusion. In any case, the origin of the sample must be specified: diagnosis (primary
tumor or metastasis) or baseline sample.

13. From ICF signature to PM01183 treatment only SAEs must be reported. After the end of treatment, all AEs and SAEs
suspected to be related to PM01183 must be followed-up until recovery to grade < 1 or symptoms stabilization.

14. To be conducted on patients with unknown germline BRCA mutation status who meet criteria for consideration of BRCA 1/2
genetic testing, according to the National Comprehensive Cancer Network (NCCN) (see Appendix 3).

15. In patients included in Cohort B who respond to PM01183 treatment and whose BRCA 1/2 mutation status is unknown at
study entry, an analysis will be performed in order to confirm or exclude deleterious germline BRCA 1/2 mutation. To this
end, a blood sample will be collected at the time of response.

W

Coagulation: PT/INR and PTT.

Hematology: Hemoglobin, platelet counts, and differential WBC including neutrophils, monocytes and lymphocytes.

Biochemistry A: Serum electrolytes (Na+, K+, Cl), AST, ALT, AP, GGT, total bilirubin (direct bilirubin to be measured only if
total bilirubin is abnormally high), LDH, creatinine, glucose, and CPK (CPK-MB fraction and troponin T or I should only be
measured if CPK is abnormally high or if clinically indicated).

Biochemistry B: Total proteins, albumin, CRP, Ca™, phosphorus, Mg™". CA 15-3 or 27.29 will be measured at baseline and
repeated thereafter only in those patients with abnormally elevated values at baseline. Alpha-1 acid glycoprotein, total cholesterol,
triglycerides, and LDL will be evaluated at baseline and before Cycle 2 only.

AE(s), adverse event(s); ALT, alanine aminotransferase; AP, alkaline phosphatase; AST, aspartate aminotransferase; CA-15-3 or
27.29: cancer antigens 15-3 and 27-29 respectively; CNS, central nervous system; CPK, creatinine phosphokinase; CPK-MB,
creatinine phosphokinase MB isoenz